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"Modified Synthesis of 2-Methy1-LAmino-5-EtHoxymethyl-Pyrimidine, "G. Fodor, A. Gerecs, 
I. Kiss, J. Folonics, J. Wein, E. Kovacs, Inst of Org Chem, Szcged State U3 Sci Res Lab, 
"Chinoin" Plant, Hungary 


"Zhur Obshch Khim" Vol XXI, No 10, pp 1897-1902 


Synthesized 2-nethyl-l;-amino-5-ethoxymethyl-pyrimidine, one of chie! intermediate products : : 
| in prepn of aneurine, by Chelintsev method which, based on esters of enols as stabbing 2 
j materials, was extended to enol others. By this method closing of pyrimidine ring, difficult & 


and time-consuming in usual method 9 Was carried out in one stage #:th use of 1 mole of 
acetamidine, Rg fee 
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found suitahle far seducing ketones nd aldeb: including - 

stexaid ketoacs.. New campiex hnrohy such as Mg-. 

hk, fore (trom Bighfey aud diborane in abs, ether) and Ca- 


It vats Pisa ert tem otice. eS fr oy 


-. (BH) were. alsa prepd.;-in @ similar manner. . They were 
; : ound tultable or the vlective reduction of various comods. + 
; hoth org. and inorg.: They are cheap anc relatively easy to - 
Prepare. Na melricyhcreiy dride (cf, Hrovn, ef at., CAs shod io yathie! ms ie 
J3 47, 3i41e) was found suitable for the isthe reductlan of ~ : Lowe Ph i 
i aldchydes, ketones, and acid chlorides. : ee ee .- 
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a _ _ I, New synthesis for chloramphenicol. II. Synthesis =z 
ee _of l~phenyl-1, 2-dioxi-3-amino-propane derivatives. pe 15 _ 
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Author : Koliontee tae | 
acter: 2 . 
Inst 2 Academy Keme Se " 
Title : “Tuvestigatsén: of the dyittiests of Chloramhent 
col: TH. 
Racemization of L ~()-threo-1-parant tro en fl-2-amino - 
-1,3-dthydroigprapane, a cp a : 
Orig Pub : Magyar. tud. kad. emt tua, oszte Koz). . ty | x | 
3, 233-259. ee pe , me e 


Abstract 7 i ra pnt copii opin 1, 9-atitedaggice -: ae 
(d-base of £} was forned.as the side product fromthe z 
splitting of DL-threo-L-p«nitrophenyl-2-amino«1. 73-di« a 
nySrooyROpans: This medgace can be vie eevee eee 
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ee 2N NCL on a water bath. In both instances the reaction 
iy probably proceeds thru a ketimide from a resulting 
enamine: ~C(NH,)= CH, > ~C(=NH)CH, C(=0)-0H,. 
The acetylation of Vv with acetic anhydride in the pre- 
sence of sodium acctate (when V is prepared from IV and 
not isolated), gave Ds-(-)-1p-nitrophenyl-2-acetamido. 
~3-hydroxypropanone-1 (VI) (1.79 grams of VI from 3 
grams of IV), m. p. 149-1519¢,, [X]D -}8%(c 2; aicohcl). : 
This compound is easily racemized, even at 20°C., by the 
action of sodium acetate in acetic acid, and thus, from 
1.62 grams of VI, 1.5 grams of threo-1-p-nitrophenyl-~2- 
~Gcetamido=3-dihyiroxypropane (VIZ) was prepared, m. p. 
148-1499, One gram of VT in pyridine gave 0.6 grans 
of VII; m. p. 167-168°C, (decomposes), 
When 4.7 grans of VI was reduced (according to the - 
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Abs Jour : Ref Zhur - Khimiya, No 16, 1958, 54115 


Meerwein's technique), racemization also occured with 

the formation of 1.4 grams of threo-1-p-nitrophenyl-2- 

eacetami dot) ,3-dihydroxypropane, mM. pe 164-1669C, 

(from ethyl acetat s The reaction of 5 grams of I 

with C¢H_COCl gave 4.1 grams = igs (+)-throo-1-p-nitro~ 
- nhenyle] Oxy-2-benzamido-3-benzo oxypropane 
es (trta), Seek 115-L76°C., La/d +2n(e 2; chloroform). 

; The reaction of 12.6 grams of IIIa with Na,Cr,0,, gave 

10.2 grams of crude Ds-(+)=1-p-nitrophenyl<2-6 zamido- d 
~3-benzohydroxypropanone-1 (IVa). i 
The purified product (4.76 grams) melted at 142.1430, 
(from alcohol), /; AD +16%(c 2; chloroform). When an _ 
attempt was made to racemize 0-5 grams of IV with acdiu 
acetate in glacial acetic acid, only 0.28 grams of an 
optically inactive product (m. p. 141-142°C, (from alco- 
hol)), was obtained instead of the racemic compound, 
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Upon reducing six Grans of IV, according to Mcerwein's 
technique, 4.5 grams of oily crystals were obtained, | 
and after @ purification - 1.5 grams of Dg-(+)-erythro- 
-l-p-nitrophenyl-2-acetamido<1 »3~dihydroxypropan (VIII), 
was obtained, m. p. 190-192°C. (from alcohol), 
_ [o_ JD +9%e 1; dioxane). In 4 similiar yay, one gram 
4 ih esos 0.26 grams of D =(+)-erythro-1-p-nitro- 
hae enyl-2-benzamido-3~-benzo! xy-L-hydroxypropane, m. 
188-189°C. (from alcohol), [7D + 380(0 Ls ei 
The treatment of one gram of VIII with SOCl, produced 
0.4 Grams of the d-base of starting material Ty We: De 
162-163°C., {x 7D +28(c 1; HCL). 
Cormunication IT, see Ref. Zh. Khim., 1957, 63650. 
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New Synthesis: of Chloramphenicol. 


Orig Pub: Magyar tud. alma. Kem. tud. oszt. kozl., 1957, 8, No 2 
3, 2h1-245 i : 


Abstract : The reaction of 1 -phenyl-1-nethoxy-2-helogen-3-hydroxy- a 
propane or its acyl derivatives with ammonia or potas- bf 

sium phthalimide (sce R. Zh. Khim. 1957, 63650), leads ae 

to the formation of derivatives of 1-phenyl-1-methoxy- 

~e-hydroxy-3-aminopropane (probably through 2-3 eposides) 

When the hydroxyl group in the 3-position is protected 
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by esterification with a trityl group, dehydrohaloge- 
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at 180-190°C.. The residue obtained after evaporation 
was acidified and extracted with chloroform. Thus, 
.threo<L-~phenyl«d-amino-1 ,3-dinethoxypropane (£) was ob- 
tained, De De 109-110°C./3 mm.;  N-penitrobenzoate, m. 
“pe 129-130°C. Five grams. of (I) was. dissolved in 10 nl 
of acetic.anhydride and was evaporated. The residue — 
‘was heated for-1.5 hours at 50°C, The reminder was 

. Vacuun dried followed by boiling in ethyl acctate. . 


Thus, 3-12 grans.of crude there-1-phenyl-2-ecetamino-1l, 
-3-dimethoxypropane (Ia) was obtained, me pe 97-98°C. 


' (from ethyl acetate). To confirn the threo-configura- 
' , tion by sone other méthod, the threo-l-phenyl-2-aceta-~. 


mino~) ,3-dihydroxypropane was. repeatedly methylated 


’ wita wethyl icdide in the presence of 0. The proe 


duct: obtained, ms pu 90-929, (from ether), did not. pro-. 


~~ duce @-nelting point depression when mixed with Ine” 
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: RZKhims, No. 22 1959, 
| ¢ Hajos, A. and Kollonitsch, J, 
‘ Hungarian Academy of Sciences 
+ Chloramphenicol Studies. VII. weverse Aldol 
; Condensation of Esters of Tareo~ 3 -p-nitrophenyl 
Srexites | serines ae ae) ota pce 
‘ORIG. PUR, Magyar Tud Akad Kem Tud Oazt Koezl, 10,.No -4)-- 9}. 
- 555-466 © (1958); 


| Acta Chin Acad Sci Hung, 17,* 
2 ABSTRACT - The authers have shown that the optically active 
methyl ester (ME) of threo~ 3 ~p-nitrophenylser-~ 
tne (I) rearranges in aqueoug alcohol to give 
ie the ME of racemic DL-erythro- and DL-threo-N- 
Eee prritrobenzal- 3 ~pe-nitropaenyl-serene and 
: u 


« 


siycine. The course of the reaction leads the 
authors to conclude that an initial reverse 
aldol condensation is followed by the recombina- 
tion of the products. A simple procedure for 
the oreparation (in good yields) of optically 
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active I is aleo given. 360 gms DL~threo- 8 - 
penitrophenylserene and 1500 ml of 30% methanolic 
HCl. sre mixed for 10 min and refluxed for 2 hra 


at 60°; after 24 nrs, 377 gms of the hyarochlor- . 


ide of DL-I, mp 198-200°, are obtained. 

‘eation of 410 gms of the product obtained 
2500 ml water at 50° with active charcoal 
oy the addition of 122 ml of cone NH,OR + 
water at 10° gives a presipitate of 322.1 
Di-I, mp 140-141° (decomp). 332 gms DL-I 
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ABSTRACT 


Pip Rais Na, CO, Solution with ccoling from 
: ee 2° » the products are 142.6 isms Le(+)af 
eo oa mp 154-1550 (deconp), { jp 4258 
re co and Dst-)-1 (from Lil), my) 
nae : ecomp), CX JD ~26° (e = 2, dioxane) 
e . SG : 8 = 23 1 N HOl). log stig of optically 
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i@ 00 ml 50% HSK are added with cooling (ice); 
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* following the addition of 500 ml ice water and 
Stirring for 1 hr at 10°, 54.82 ems of crystals 

| are obtained at 40°, my 97-117°; the mother 

ae liquor on addition of 25 ml conc fH, OF Bives 23 em 
of racemic I, mp 125-128¢ (decomp). The initial 

Crop of crystals on dissolution in 100 nl water 


i ‘and treatment with 2.5 wl-cone , S80, followed by 
be Steam distillation: vives 26 gnse NO, Cy H, CHO; acidi 
ee fication of the residue from the distillation to 
Dae pH 6 gives 9.5 sms erythro~ £ “Ppenitrophenylser~ 
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NR, OH) gives 5.46 gma racemic I, mp 120-1249 
(decomp). The base IV has also been prepared 
(24.15 gms) by the addition of 10.72 gms of the 
ME of glycene to a solution of 36.5 gms of p- 
NO, CoH, CHO in 100 ml CH,OH, A solution of S gms 
L_(*#)-I in 450 «#2 GHC], is treated with vigorous 
shaking with 5.5 gms p-NOQ, 0; #,CHO and 4.5 gs 
Na, SQ,; after standing for 3 days, filtering, and 
distillation of the CHC1, under vacuum, 8.86 gms 


CARD? 7/16 et 29 oe St 


PAUPHOR O°} 


° 


APPROVED FOR RELEASE: 09/18/2001  CIA-RDP86-00513R000723B830006-2 


OxId, PUB, : 


ABSTRACT +  pPenitrovenzal-L -(-)-1 are cbtained, mp 125~127° 
(from ether, chloroform), [&/]o -612 (on at. 
chloraform), 5 gus IVY are refluxed 2 hrs with 

| WO ml 2Gic HO in Ch OH; on cooling, 2.86 ams of 

| the nydrochloride of the ME of DiL~-erythro- - 

P-nitrophenylserine (VY) are obteined, mp 267- 

& 203° {from water): refluxing of the residue ob- 
tained by evagvorating te dryness Lhe mother Liqe 
wor in 10 ml 2N He) (1 ar) gives 2, 


Ol gas pene 
. a Ha5 T tig = 
Gg hy CnO; the use of alcoholic HCl : 


under similar 


eee . 
TO te nn 


* Hungary 
; 


i 

i Fepee -, * = 

{Aia, JOUR, $ R2Kham.; No. 2 1959, No, 
{ 

| 


"APPROVED FOR RELEASE: 09/18/2001 CIA-RDP86-00513R000723830006-2 
pce GUUN, § R4AiGim., No, 21 1959, Ho, : 


NaOH is shaken at 0° (10 min): folloi t 
eo ss 0.5 ml glacial CH, COOH (amie), 145 
ae aesythro- 4 ~penitrophenylseréne is ob 
seat as mp 175-172° -(decomp),. Heating 2 gens VII 
a oe ml 5 N HCl (4,5 hrs) over a water bath 

Pp (10 mi 10 N NaOH) gives 1.43 gms DL-thr 
The ene roPhenylseréno, mp 1897~188¢ (decomp), . 
ee ee Product is obtained by stirring 2 gua 

20 min) with 15 ml iy NaOH, followad by 
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HaOW (30 min, 20°); neutralization with 0.6 al 
; one Biaplal. Gly GOOF Saves. 1.8, ge b_(=)-threoe gow 
‘ fo ee os pendtrophonylserdéne (VIII), mp 204-206°° (decomp), 
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is obtained (19.165 sms) oy the hydrolysis of { 
25.gas L (+)-I in 100 ml 5 N HCL by refluxing 
for G hrs followed oy neutralization with 10 


my 12 A6 
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ABSTRACT 


NaOH to pH 4; mp 205-205° (decomp), [ &K Jp -38° 
fc = 1.1; 1 N HCL). & solution of 50 iaRoto7 23 30006 . 
WN ~ He) b2004 is ChAARDRS86-0051 z 
APRROVED FOR RELE ATE po 1Sp2001 min, 46.9 ens of Nwacetyl~ 
L(e)a1 are obtained, mp 172=173°, (x JD +228 
: (¢ = 1; CH, Gi). A solution of 10 gms VIII in 
oes 13 ml pyridine on Standing after addition of . 
(Gis CO), 0 gives 7.5 ams 2-methyl~4-p-nitrobenzal- 
* -oxazolinone-5, mp 186-187°. (from CHCl,). A 
solution of 4 gms VIII in 25 ml 1 N NaOH on 
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: Investigations Concerning Chloramphenicol. V. 
On Threo-f-p-Nitrophenylserine 


renee 


‘Acta ohim. Acad. scdent. hung., 1958, 15, 
No 2, 175-181 

*A transformation of N-acetyl-threo-B-p-nitro- 
phenylserine (I) into Dg-(—)-threo-1-p-nitro- 
phenyl-2-aminopropanedioi-1, 3 (II), which is 
the basis corresponding to chloramphenicol 
(III), was accomplished. By means of brucine 
(IV), I is cleaved into optical antipodes and 
ug~I is converted into ethyl ethor (EE) of 
Lg-I (lg-V), the latter ts reduced to II by 
NeBH,. II is obtained from L.-T also throu 
Lg-(+~)-threo-$-p-ni trophenytserine (L,-VI 
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EE of threo~§-phenylserine (VIII) by acetyla- 
tion to O-acetyl derivative (IX), which after 
nitration is rearranged in an alkaline medium 
in V and 1s then oxidized to I. Another me-~- 
thed of synthesizing I consists in the trans- 
formation of VIII into 0O,N-diacetyl derivative 
(X), nitration of X to ER of 0,N-diacety1~ 
threo-f -p-nitrophenylserine (XI), saponifice- 
tion of the latter to VI and acetylation of VI 


and EE of L,-VI (VII). I is synthesized from : 
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into 300 g. of ice, and 75 g. of NaHC03 are 

added, with yield of V of 11.33 g., mf. 181- 
182” (from alcohol). Analogously. by nitration | 
of X, XI ig obtained, with yteld of 83.5%, mop 
121~123° (from aqueous ®lcohol). 5 g. of V ana 
19 ml. of 1 n. NaOH are heated for 15 minutes | 
at about 100° and by acidification with con- | 
centrated HCl, I is precipitated, with yield |; 
of 87.5%, mp. 209-2100 (reprectp’ tation from 

10% NeHOO, with ln. HeL}, RY supontttosttan | 
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* of XI (8 hours with 2 n. Hol at ebdout 100°}, 
VI is obtained, with yield of 62%, mp. 18h- 
185° (decomposition). A solution of 0.38 g. of 
VWI inl.9 ml. of ln, NaOH is agitated for 1S 


minutes at about 0° with 0.38 mls of (cH CO)303 


by acidification with ECl, I is precipitated, 
with yield of 66,54. 8.48 g. of IT ana 12.4 g. 
of anbydrous IV are dissolved in 214 ml. of 
boiling CH30H; after chilling, brucine sait of 
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C3H7)3A1 (115 by the Meerwein [Ponndorf] method 
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